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(57) Abstract 

0/ 

A cytokine potentiator con* 
tainin g an ethanolamine derivative 
represented by general formula (I) 
or a salt thereof, or a combination 
thereof with a cytokine or a cytokine 
production accelerator, and a rem- 
edy containing the potentiator as the 
active ingredient and applicable for 
diseases wherein the cytokine ac- 
tivity is reduced, wherein Ri rep* 
resents H, -CH3, -CH 2 CH(CH3)OH 
or -CH2CH2OH; R2 represents H, - 
CH3, -CH2CH3 or -COOH; and R 3 
represents H, -CH 3| -CH2CH3 or - 
CH 2 NH 2 . 
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*56WttH ±e©Bflj£SUJtt-5*:^ Tie-®^ (i) t'i§n?»i^y- 



Ri «H> -CH 3 x -CH 2 CH (CH 3 ) OH£A:(i-CH 2 CH 
2 OHT*^ R 2 l*H. -CH 3 . -CH 2 CH 3 ^fcli-COOHT^^ 
R 3 liH. -CH 3 > -CH 2 CH, Jfcli-CHi NH 2 

£■&*}©« § *<fiT l tzmm&femmzmmir %> 0 

0E©!K#ttl&iU3 
HI «s ttttW- 1 5TffifflLfcSlfiffil4«["b^SlB**"#-BlT**o 
1^ 2 li> ttttfl- 1 5 Cfc^T. N-y L --b D >©«J&2«t4KI*«: 

ft -o bit* So 

*3gB^-effli^n*±SE-«!5S; ( I ) taSfnix^ y -;i/T ^ >Ri»<*tt N 
R, i<HT*5«6, R 2 &H> -CH, *fctt-CH» CH 3 T* £©*<*£* 
L<> C©i^R 3 «H> -CH S s -CH 2 CH 3 ttztt- CH 2 NH 2 T** 
SCD*<«tl> 0 Ri *<-CH 3 T*5*£s R 2 li-COOHT*50W*L< 
> C©££R 3 (iH. -CH 3 s -CH 2 CH 3 t/:ti-CH 2 NH 2 T&S© 
A<«kHo £S>K. R. *<-CH 3 . -CH 2 CH (CH 3 ) OH£*:te-CH 2 
CH 2 OHT'&2>m&. R 2 JiHT*S©*<ff* L < * C©£gR 3 liH> -C 
H 3 > -CH 2 CH 3 ifcli-CH 2 NH 2 T*S©*<«fc^o 

( I ) T'l$nSi^-^7; >f£3|{*©IH*0J<h LTtt> N-y f- 
L --fe 'J -^i^ y -;UT j -)17 n - y f^x^ y - 
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;l/7;>> N-'fV^DAVU-2-yf^-i^-A7;^ D, L-2 
-7;y-l-^DAV-;k 2-7;y-l-^^-^ 1. 3-^7;; 
-2-7d/nV-;K 1 -7; y-2-^^y-^^^#«f5-i*<TiSo 
* fcs —f&&, ( I ) J -)IT I >^##©i££ LTli. 4#{cpg 

*^B§T'ffl^t>tl^-9-'T r-*7>T >£ LTti. i'h«i*dcfiif (Plate 
let-Derived Growth Factors iclT PDGFi iSIEt" 
J) ,«tt*iia«fii? (Fibroblast Growth Facto 
r, JilTF GFi BSIS-T 5 ) . ±^^SH^ (Epidermal Growt 
h Factor^ JilTE G F <tB&§Bf S) > SJf GBUS&B^ (T r a n s f 
orming Growth Factor. JsJTTG F £B&IE-f -5) . #J&J& 
@f (Bone Morphogenetic Protein, PJTBMPt 
BSISf £ ) . -f>5^ — 7*d> (Interferon. £>IT I F N t B&fEf £ 
) . ^14Hc3 o — -$iJ^B^ (Granulocyte Colony-Sti 
mulating Factor. EJTG-CS F t B&fE"^" €> ) . v ? a 7 7 - 
i>3 ai-fiJ^H^. (Macrophage Co 1 ony-S t irau 1 a t 
i n g Factor. klTM- C S F t t&IE"£" 5 ) . O^'J >«)£g@^ 
(Insulin-Like Growth Factor. £JT I GFi B§fE 
. JFFIfflBSJjJcgH^ (Hepatocyte Growth Factor 
. i^THGF . -timaBB&fifcftE^ (S t e m Cell Fac 

tor. JsiT SCFt B&fE-f 5 ) . WS^SH^ (Nerve Growth 
Factor. BTN G F t B&IE-f £) . Ifll^l*IJ£j£fiS : ? : (Vascular 
Endothelial Cell Growth Factor. Kl~fV E 
GFt BSI5t" £ ) . -fV^-o-f + > (-f>^ — D-f4->»*» h7-^ Mt& 
*t. 1 9 9 2 SO *A<JfSlf6*l5. fc. «NCn -©if 7* 

M;f n ->> + T---tf. -feU >t>L< li x 1/ * ^ > >J >$*b£ fctt*^- 
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l/t^^ —(K^-fzL— <y h \z=f- u i/ -tr 'J > t, L < fix U^-— > U 

>if<L*^ti + ^---t'Stt ; S-W-t-S^^ hA-f >HTI^ ±12-9- h*^ >© 
EGF. IGF. KGF. FGF, PDGF. M-CSF. SCF. VE 
GF, NGF, HGF. IL-2. TGF'i £1><&lf hti%>o 

mm& FGF (basic FGF, J^TbFGFi BSiet* 5 ) fEGF (§i 
ttft^ifTiJl 6. 3jC*{b^|5jAtt, 1 3 II) . PDGF (mftit^Vl 4 . JR 
m<k^l5lAtt. 1141, 1 9 8 5*) *fcttEGFI/t^^-i:IS6t«TG 
F7^7r (TGFa, Irf hrt-f >. ^ v?* ;i/ t* a 1 OH. 1 9 9 1 
) . FGF (acidic FGF. Molecular Medicin 
e. 3 0#. 9 8 61, 1 9 9 3^) li, Fai^*^. ffi'K i'HS. »f*©iS«3IS 

B M P fcU <^:£i&lt*±££iaJx. o TifJO-r *#fi*ffi-©i&* 

3d£ LTJWftSftTOS (Hi$E# 1 1 2010H. 1 9 9 2 50 0 

ttz, T G F ? 1 (filTs TGF-/S 1 £■&■#-) tt. #8rteffaRI©fl^ ^ 
a-hf-7^--fe" A£lfl-©v b V v 9 7> • / 9 n t^T --trg^flflfrK £tzy-4 
y ->i - • >tt*^ - • t7« ^ ^D^af ^t--»r'?; (Ti ssue In 
hibitor of Metal loproteinases, £JTT I M P 

tm&iE-r*) om$L&femtz cmmm^. 1 o#, 1 s^t. 1 8 6 oi, 1 9 

9 2 50 ©T, 'J tf^f-teSait Lt> $ £K 1 S3 5-y>#BJc«r(Eii-r* c 

IfffflSaMi? (He p a t o c y t e Growth Factor. £(T 
HG F ilSie-TS) te, «iS?TfcttT^SK££«©»©KS«£3H£ LTs * 
fcB*ailiaol«5liqi*iJ*-*-S (FEBS Letters. 2^. 2 2 9 1, 1 
9 9 1 50 B*A©5E£:32 1 iTbW&ZtlX 

I FN^>7 (1 FNr) fcckr/G - C S F (i. ftg&£**3M-* C 

<<>?-aj*>-2 (il-2) ti, m&Mwmmm<Dfemmt imsm 
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^il- 2 ^mimLxmm.L. mmmw^Tm^ (ctd feiy*tfa7^ 

*7-*fflfl£ (NKM) ©gfc£*ifln;*-£T{*F*9{cMU SiSli&K «t «9 mZfem 

2 9 2 ^ 151 H~ 1541, 1 9 9 3 SO 0 

I L - 2 tSUEi©^^*^ *tt«fc O&oS&Srfto&Ci LT> 4 
d^ + >-12 (IL-12)^5 (H!£g^ 1 01, 3 9 51-3 

9 9I> 1 9 9 2 m o C©"^ h # -f >Koi>T t>> t/tJSSiJ^ L A KSt&^ 
©JCffl^&rtSttT^S (Bi^W * x?. 2 7 7^f> 2H—3K. 1 9 9 3 
) o 

reptococcus pyogenes ■> 'J LfcSUSy (OK- 

432), ^D^I/U^V®, 7* 'J ^;UU^>®te£^tf t>ft£ 0 OK- 4 3 
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^©^flfir/bs-^ 7^n3'-;M 0 0 . v * n=)'-;b 4 0 0 0 H©^ ij .x. 

t^f7 'J 'J -t? "J >3£<D:T 'J -fc 'J vfliBSifiXx^ 

U ^T^ + ^^.-t-v'I' U >S? (i§iD°£N IKKOL DDP-2.B* 
if-77 > M3gl*5££t±) ^i'CDI^ffiSt^^J. 41 > WAS, TkfccfctfMt-n 
5 * * •>Sm#SS7'f - ;K /< 5 * 4- i/3cJ&#K y f" ^©RpKJM £ L 

£ ft £ officii. -MtfeoTfeii^K -ttsS ( I ) TgSft&x? y 

«ffl-r *ffl««9^**»*i LT> L < ti 0 . 0001-2 M&%. 
£ t>{c»* L < (i 0 . 0 0 l ~lli%T*^„ fcrtfU A«^J© £ r> icfigffli* 

lt, %m£m*&mt it, h * i < « o. 0001-211%, $ 

£li«F£L<(*0. 0 0 1-0. 5MK"e&So 

r& sesame m?t - u.^muMt LT^*aua»cssanLTffl^sc4*<T**« 
gntft-^-r^iRofflJKi LTtt, Mix mm. wlm> mum. m^^-t^M 
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t;ii*§$ft£l£<h> mitt* ¥L«§> T ttJU^Uo-^ Xf7'i>»7 
y^i/O-U* t Kd + i/7n t';n?;UD-7.. * yu? H©iI3t© SHI 8s £• 

zi£ traits ft* 0 

&i§LTS!!i£Sft£o 

— »SC (1) ©ffc#&*fctt*©&^im=S^3ftS*fi£*»**:tt 
iiSLv ifcrty-fe^tc^ijSLTSgiiSftSo 

(i) ©<t£fc*fctt*©ai^i^#§3ft*£*£S££ 
h ^7 -f >m£.*iB.mi- zmw*mtifK%iija'&. &&&& txmm-t & z. <t t rt*i 

«ft«#-^*8S©3WJKi LTtt. Y>U*k ^'J-A^o^a^J, d 

-i/ 3 >»Js '<*7*k *7 U-#JfcJ:CKtett#j^©#a]^*<£*ftSo 
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-j&fct*. 1 0^«9<b^#) (I) HTO. 5-100 0 mgOi^ 1 B 1 - 

ttzlt&Mlz±*)±M®m-Z®&lztt 1 3 0- 1 0 0 0 m g ©»#»*< 

StS^* SH^lwti 1 «3 1-50 m g©S4i*<«ST*S. :nt»ol^ 
N hrt/>f >*fctttf>r hrt-T >g£iBiifclK©*S*££ LT© 

2 0 — 9 0 %lt> LTiit'lio 

(a) MEM^ife 

Minimum Essential M e d i u m (*:B #£!3g*±$!k 10 
-101)10. 6gCl. 2 g£K*** MJ *A£JSJmU M***n*T 
1 1 «!: L/i^s ^®#x£i&£iAA,T'P H£ift 7 (C Lfc (£TF. M E Migitfei Bg 

(b) F B S 

^■ftnff-tfSlM (F e t a 1 Bovine Serum) 

(c) m%mmmm 

0. 2MM+h'J<'A > 5 mMM*^->f AfcJ;tf0. 0 5% (W/V) 
* 5> - 3 5 (BiflU t*7'ffx^ (ft) £U **->xf-UX23B. 0. ) 
vC; ij ;bjc.-x^) ££W"f S 5 OmM h 'J ^*«ffi**S»CT^fi"e p H 7 . 
5 lcBgSELfc«ir*o 
(d) 

3 7y>-t'iLtii> t nft«i^iiaiiia**©sia#tt#ttaiiiatw % 
;i/-7->Tttai) «)^^ LTmjzmmffii&iz&mi, ztuzmmtmt lt h 
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ij 7S/> (i/^v&SU Ty p e 1 2) fcgsflnLT, 3 5*CKT5#ISH 

i/>**gStfct)0*ffl^fc (4$IB¥ 1 - 2 3 8 9 4 1 ^£$fi#!8D o 
(e) yDJ7t"t-t*i41 

( f ) T IMPIti 

(g) b FGFJfi*tt*3ft* 

*tSKT?tt, b FGF4<^D35yf-l?ifti*18Jlt*Ctii 1 »&nT^ 

(h) TGF-J91 JE^ttliSK^ 

*««7ftts TGF-jS 1*<T I MPM««r(Sii-r*C t3&<tt6tlTt*S© 
T> ft£«B©TGF- /S lStt*U3ft*tt. T I M P ^7KgsJn £ Jktt L 

TllBLfc. 

c i ) PDGFm&&m&m 

*tt»Tttx PDGF^Da^yt-tfiiiiffiltSCi^ft&tiT^ 
*©TN <{t£$l©P D G F-ffitei#3£3mx □ 5y^---b*^**»SS!*«flD 

( j ) ffrt^i&Kfctt* b FGFlCSttfcBt* 

*tt»Ttt, b F G F *<if *f 4*lElt 5 C i A<»I & tit i» * OT, 
ObF G Fffittli^^ti. 5 hBISBJ£TK£AL/c-7 h U ^x/K£©^*?*n 

fSifcflJ - 1 

JE^t YWM#mm CBA£tt©&J»J:t>Sl»3ft*:C CD 4 5 SK (AT 
CC CRL 1 5 0 6)) ©aSSft^l 0% (V/V) FBSfcJ;[fl%( 

v/v) immr i ;i (*B*£iH*±3D %ttMEM*«i:T l x l o s ® 
/mlCBBU 12^^U-hC*nfno. 8 m 1 fo»l ( 8 x 1 0 4 ® 
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/-K) LT, 5 «Sf07k!KftT> 3 7°CT^iLfco 

StiE-r SHIfi W 1 K * -f (N - y L - -fe 'J > 

) £ 0 . 6% (V/V) FBS £&JraLfcMEM*&«feT-#ff?LT lmMHs j£ 

2 4B#ra&ig*ifc£Bft?IBfc*U t*«gO. 6% (V/V) FBS£JRJnLfc 
MEM^«6Tama*2!lI«c^Lfc*. «5JD«tt 0. 8ml^jD^.> 2Bffl£SL 

±E»tt©fc7SU ****«3IBfc*U 3ng/mlbFGF C<-U># 

- . t Attas!) fc«to'o. 6% cv/v) f b s*£t?MEM*gtfi£ o. 

ilbnt^i±?l5 OOtf OmMh'J [ 4 °CTp H 7. 8 

tcSSfix 1 mMM**5"> ^ 0. 0 5% (WW) 7 U * S>- 3 5 £££0 
£3. 5ml JO** H«««!T?«rftLfcCM-lr77P-XCL-6B (iSfli 
„ 7r^ ! >7tt^ <*v KSF«0. bml) ICftLfco 

&tc. 1 2 5mM*<t^- h «J ^A*gtr±8HiPL:air«0. 5mli:tO 
tt'^-^ii (ft 4 Eh *&«2m 1) U 5 0 0 mMi£<t^ h 'J Ox\^^Vm 
mwmo. 5 m 1 {CT^aa^y^-— fcr«rIslJR (It 4 0. ISI2ml) U KM 

K«ft*»i£fflisaj«TM:rm&N 25^1 zmjzmmwm 2 5 « 1 ii^ 

LT h U ^•>>«fffi ('>?*vj±. T y p e 1 2 £M£ffl«WiftK:T*l£ 1 mg/ 
m 1 CHS) 2 0 ix 1 £8sflnU 3 5°CKT 5 #IHH v + jl"*- h Lfc&. *V 
Xh'J^->>-f >ht"^-M (jH3Effl««»[JwT«IS3 mg/m MC8SS) 3 

7;b^U«y-lr>>f Vf-*->T*- h (BIT, F I T C t BSie^- S ) T«»3 n 
fc I S37-y> («« lmg/mloFITC - n v - Y >^ffi?&$U nx* 
/<-f*tt«!) (HME* 4#. 2-t. 12 3 
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1/1 9 8 4 ^#B1) {C^L;T±ie=3 7y^-Hf©gtt (#fe/m 1 )£Si|£L 
fzo f Ltv ±IE© h 'J ^ •> >MIi;«t !) 3 7 yt - 1"^ 1: 5 3 7 y t 
-Ws 3 5°CCT IttPbI^*) UgOIl37-y> (FITC-37-y> 

cnt>©fii^t.TS;{cj:J9-9--r h^-r > (b fgf> Stt^^^n 

fcb Ltz 0 &jH£TIE8 1 ic^f o 

b FGFfe&M&m (%) = (X, /Y, ) xl 0 0 
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mmm 1 (imM n- 
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■»M h t) 4 y 




b F G F 




(J£{i/m 1 ) 


*g&m (%) 


L -* U >) i§Jg (mM) 






JfcttflJ ( 0 mM) 


] 5 ± 2. 0 


1 0 0 


0.01 


1 5 ± 3. 3 


1 0 0 


0 . 1 


1 7 ± 2 . 9 


1 1 0 


0. 3 


1 4 ± 3 . 5 


1 6 0 
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1 9 ± 1 . 3 


1 3 0 


3. 0 


2 6 ± 1 . 5 


1 7 0 


1 0 


3 2 ± 2 . 2 


2 1 0 


w-mm±mmimm u = 3) 



h*7f> (bFGF) Stt*«K«cfff^t:i«3iLT^A:o 
K»0J- 3 

0. 6% (V/V) F B S*iK*LfcMEM«ftf!T 1 mMK«f?LTSS*D!»jft<i: 

K»ff|-liH«i:LT«i^ i£ft±7f£*#/c 0 fc/fL^ b F G 

F©73sflDfi£ 1 0 n g/m 1 i Lfc. $'J5£©*£m£Tie^ 3 K^fo 

S3 







bFGF Stt 




(£{£/m 1 ) 


*3fiJp (%) 


Jttam <»«*) 


7 . 3 ± 0. 3 


1 0 0 


HS£0J2 ( 1 mM 


14 ±1.3 


1 9 0 


^i^y-;U7 5 >) 
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h*7f > (bFGF) LTUfto 
iE^h h*§!*t^i8BI&<* CSA*cttO«J»«kt)»KSnfcD e t r o i t - 5 5 

i (atcc ccl iio)) omtfimmz 1 o% cv/v) fbs. 
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mo. i % (w/v) 5 * yrjiv i (*>rvi±gD „ i%(v/ 

3Ett8l) ^ttMEM^iCt 1 x 1 0 5 ffl/m 1 KSBSEU 1 2 ^^1/- h iz 
**i^no. 8 m 1 foSI ( 8 x 1 0 * m/'K) LT> 5%£lft#*. t&fn* 

. 6% (v/v) fbs, ^sto. i % (w/v) 5* hTJi-fi >mm7km 

1 % (V/V) *«»7 $ yifcitf 1 mMf;H:>8t h U >7 A£i3stnL 

2 4i$N&£*tt««l3ll$£U 6% (V/V) FBS^DoLfc 

MEM««6Tttia*2lHlft»Lyi«s SSflDfctt 0 . 8ml$M^ 4BPI^iL 

4 BSU J&*«£»§IRfc*U 3ng/mlbFGF> 0. 6% (V/V) F 
B S. **2gg0. 1 % (W/V) 5n7J^; >»**»8k 1 % (V/V) 
IMKHT $ 1 mM^t^Kt h 'J OA^ttiME MISUSE 0 . 8 m 

lgstJDU 3BIBI««LT«lJ:l*»fc, 

f bft^i±i2 5 0 ul 1 lc 1 OmM h U Xttlfcttlrtt C4°CTpH7. 8 
\zm&> 1 mMJ&tt^Ui^A. 0. 0 5%(W/V) ^'Jy^-3 5^tt1 
£ 1 . 5mlMs fflffltffii&fZ'W-'&sit LfcCM-t77D-xCL - 6 B (ffiffi 
> K«y KSSO. 5ml) CiLfco 

CM--b7 7 D-xCL-6B (M) frb&Zfn zi v ? + - ±Zt 





(#(4/m 1 ) 


b F G FS& 

mmm (%) 


ItttflJ 1 (»«!*) 


12 ±1.7 


1 0 0 


Hffi^J 3 ( 1 mM 


2 1 ±1.3 


1 8 0 


z-9 J -JIT I >) 






w-t$m±mmi%£ (n = 3) 



1 3 



WO 95/30412 PCT/JP95/00857 

fctK •y-'f I>tW > (b.FGF) gft^iSLT^fco 
Sti*0J- 5 

= » Ko^Ts K»W- 4 i@»i:LTbFGFffitt*»*a^fc. S'J^©M 
H£TIE^ 5 JC^-To 

15 





1 ) 


bFGFStt 
*t&* (%) 


JttfcflJl 6. 8±0. 
ggffiffH ( 1 mM N- 1 2 ± 1. 
y f;l/x^y -;uy = >) 


7 
7 


1 0 0 
1 8 0 


¥^<I±*iip<I^ (n= 3) 



fc?K 1M KtW> (bFGF) Stt*l#3ltLTt,*fco 
UMm - 6 

iE^t htttiUPffilSitt (SA£:tt©&JSr<fc »3«l*Sft*:D e t r o i t - 5 5 
1 (ATCC CCL 110] ©SfflJ&mg* 1 0% (V/V) fbs, &m& 

i % (v/v) m&mr i j Kfcct^' i mMf;Pk*>K^- f'joa (j^±t>-rn 

t>^H*SSH1±Sl{) ^^t;MEMi§«J (jyT> M E M 2 mMt CTlxl 
0 8 ffl/m 1 1 2ft7l/- MC^n^ftO. 8mlfoI|(8xl 

0« i@//\) Lt, 5%£t&?7*x, tSfn7k««T, 3 7°CT^gL7to 

-y^U-x^Z-^T 5 >) £0. 6% (V/V) F B S£#t?M EM 2*6*6 

2 4B#ffl&g*tt&!Bt3lft£U fe«&0. 6% (V/V) FBS£t3sSdL*: 
MEM2t$lt!!T'fiBSS^2is]^^L^^, gsfiD^^O. 8ml^ 2 BfflJgg 

2 B8U M**«R?II»*U PjggsflD&ifc 0 . 8 m 1 £»D*.T 2 
s It 4 HBa*«Lfco 



1 4 



• % 

WO 95/30412 PCT/JP95/00857 

2 B&s i£«f££<RSII&£U 3 n g/m 1 b FGF, 0. 6% (V/V) F 
B S £^tTM E M 2 ^oiffi^r 0 . 8 m 1 »SD U 3 B M«* LT^S±?t^^/Co 
CM-t7 7 n-xCL-6B (®^) ^£©7n =i ^^^---tfCDllJRfcctO' 

*6 





1 ) 


bFGFStt 

mw (%) 


JtttWl (»«*) 8. 6 ± 
H«6^J5 (3mM N-'fVT'D/V 6 5 ±1 
>f;u- 2 -/fA-x^ y -;i/T $ >) 


2. 3 
3 


1 0 0 
7 6 0 


¥^I±IMI (n = 3) 



E£**Hlfl03-ti'T*5tK *-f h*-f > (bFGF) S14*ii5S Ltl^fc. 
7 

*«t**I«6CBi©*'f h*-T >«tt«i3i3W (D, L - 2 - 7 ; y - 1 
-T'o/V-;!/) £0. 6% (V/V) FBS4tt'MEM2««!T?tRLT3 

KM*- 6 £EI«fcLTMtfc. g*±»*»fc 0 



El 






;/ o rj 7 - -fcf M£S 
(J&ft/m 1 ) 


bFGFffitt 


ftttm (»»!*) 

H»J6 (3mM D. L - 
2-7; ; - 1 --fu><J- 


8. 6 ± 2. 3 
3 3 ±4.7 

)\>) 


1 0 0 

3 8 0 


w-i%m±mmm£ (n = 


3) 







1 5 
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D. L- 2 -T i J - 1 -■/□^v -->Hi> 7n =15 a? 
itTfctK tf-T h*7^> (bFGF) LT^fco 
8 

£0. 6% (V/V) F B S?:^t»MEM2 igit&T^ifR LT3mMiL, 

3*8 



if 4 h rt -f > 


7n 3 

(#{&/m 1 ) 


bFGFStt ! 

m&m (%) 


Jt8#J l (»»*) 


12 ±2.2 


1 0 0 


XtttU (3mM 2- 


2 2 ±2.4 


1 9 0 


7 ; y - i — ~? 9 j 






¥i^fil±^^ii^ (n = 3) 



2-7^-1 -7*/-;t/fcU 7n3 5y*--M£«*l*il03-&T*5*K 
1M h*M > (bFGF) LTI^o 
ISi£0J- 9 

snisw 8 {wisfc©-^^ yfe&n&m ( 1 , 3 -5*7 $ j - 2 - 

7o/<y-;b) £0. 6% (V/V) F B S£#fc"MEM 2 J£itiJ-C#fR LT 3 m 



1 6 



PCT/JP95/00857 



IT -1 P /7 -1 ^ 


— n n - J_? _1_ jjf 3$= *4- «£{L 

y u Zj "7 T y t? HgfEJii 


u p p p v=P W- 

D r Cj r /St3E 




(#ffi/m 1 ) 


(%) 


itR«l («»!*) 


12 ±2.2 


1 0 0 


HJS0J8 (3mM 1. 


3 - 18 ±0.95 


15 0 1 








¥mm±mmmm (n = 


3) 





1. 3 - 97 i J - 2 -^n/V -JUL ^037^7— 
Tfe<9> h>W > (bFGF) Lt^fc. 
tt 1*01 - 1 0 

-AO £0. 6% (V/V) FBS^^t;MEM2Wf|l?LT3mMiL> 

X 1 o 



ii--f h ^7 -r > 


am&/m i ) 


bFGFStt 

*B3SSS?s (%) 




8. 2 ± 2. 0 


1 0 0 


IM 9 ( 3 mM 1 - 


2 4 ±2.3 


2 9 0 


7 \ J - 1-19 J -AO 






¥^<I±^*P<I§M (n = 3 ) 



1 - 7; / — 2 — ~f 9 J -A/fcU ^aa^y^-^^g^^Jn^-a-Tfe^^ 
■fr-r ptW > (bFGF) StefcUSafcLTUfc. 
l*S&0j- 1 1 

) £0. 6% (V/V) F B S^r^tinL^MEM^itfeT^^LT 1 mMi L, ^ 



WO 95/30412 



^9 



1 7 



WO 95/30412 PCT/JP95/00857 

1 tWL&lZ LT^JD^^T6 HPe^SLfco 6St> 30ng/ml 
PDGF-BB W-xh^l/- *o iSijJlX&m fc«fctf 0. 6% (V/ 
V) F B S &^i>"M E Mi£it&£- 0 . 8mlgsflDU 3 B R9«£ LTigg±7!f£*# 

■fr-f hrt-f > (PDGF) SttiiSi^^. ttlft«- 1 <b|5)tiC, -9--T h*-f > 

*4 YtfO (PDGF) (%) = (X, /Y 2 ) x 1 0 0 

i ^tifc^tlJS+O'/o 3 7 y t-b*14i$ill Lfc, *£Jil£Tfegl 1 

m i i 



7£ttii?£3J (#(ft/m 1 ) 




PDGFffitt 

(%) 


tttSPJ 1 (*»»*) 0. 6 1 ±0. 1 
%Jfc09 1 (ImMN- 4.2±2.0 
y f - ;U — L - -fe U >) 


0 


1 0 0 
6 9 0 


sp*Sffi±«Mg (n = 3 ) 



hrtf > (PDGF) Stt*ilS3fiLTl*fc. 
§*S£0J- 1 2 

).£ 0. 6% (V/V) FB S£»JnLfcMEMiSit&"C»S?LT ImMtU 

U 3ng/mlTGF-j51 (# - X h 5 ;l/ • /<-f * n 5; * ;1/Xft8g) fc«fc 
0. 6 % (V/V) F B S*#trMEM««I* 0. 8 m 1 SSflO U 3BH«f L 

'*#£ft*:i&g±fittp©T I MPm£S©iflil££. FjT©«k9i:Ltffofc, 
5fcf\ Jg*±»£aiJ5EJB«««KT 1 0- 1 0 0 0fii:$l?tSo 

1 8 



WO 95/30412 




PCT/JP95/00857 



SEftDS (0. 2 4#ft) 037^t-^i^iI6L, FITC-35- 

CL ©#§?te^£ #&£ Ltz „ 

> (TGF-j8 1) h*-f >Sttlf3i»l**inLfc««±?S 

(fOTIMP14MX 3 £U Jt«m £ LTtt«7k£«toLfci&*±,»*© 

t^h*^f> (TGF-M) SttJUBM* (%) = (X 3 /Y 3 ) xl 00 

g 1 2 





T I MPlii 


TG F 


- 0 1 




<¥ft/m 1 ) 




(%) 


Jttfcm <»«!*) 


9 9 ±9.0 


1 


0 0 


nmm i < i mM n- 


2 4 0 ±21 


2 


4 0 


y L --b 'J 








3g^fi±«R4lfii£ (n= 3) 



S*i*0J- 1 3 

. 6%F B S*^t'MEMJg«T 1 raMi:f«? LTffiUnStt £ L> Ki^J- 1 2 
4 BM£ U *A:TGF-/S1^JD6 B«©i£«±»©T IMPIil^i^L 



1 9 



WO 95/30412 
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m. i 3 


■tf--f Y io -i > 


T I MPI41 
(#fi/m 1 ) 


TG F 


-0 1 

(%) 


J£$£fljl 

USS^iJ 3 ( 1 mM 
jl ? J -JIT i >) 


16 0 ±3.0 
2 5 0 ±9.0 


1 
1 


0 0 
6 0 


¥£jlt±1i*P<iiM (n= 3) 



nMnzv-** hij-ofz&ig&mi*. t imp m&mzmijuz it -Oslo, i- 

■i > (TG F - £ 1) St££i#3£LTWc 0 

I*i£0J- 1 4 

mmm\ o cs 4mM N-yf^-L-tu >] s * ti^ss^ i 

1 [ 7 5 mM ( 1 **%) N-'f V^O'W'f JU — 2 - yf ;l/-x^y — ;UT 5 
» GO? 'J Jitg{^*iJLfcSD&it&5 * h ( 7 ii&fi. &fi 2 1 0 ~ 2 3 

0g, lf*18~24EsB#? UTttit) A#) tc 2 1 B lfflic*>fc *>#B&*i 
1 n g/m 1 b FGF (*B#8i!mtt8!l) fccfctf^U > (G i b c o B 
R LitiS!) <£r^trv h U 5? * ;U (MATR I GEL (igji) . ISI? Y x ) v 9 
x . ? x y _;n, 7 K7 1) — > * ^ o 4 0 2 3 4 CD ^BSSUJ^Tfc 1 

mlfottAU 8 HtfeCffliaJ^&JgKLfco 

S^L/cv h 'J s?x;b* 'J (£Jl£t&7K£) *T-tXD h o > (IS 

flL B^ESf488UKflFilr OHO ) CT**Y*-fXfc* iS^Ls ±^4'©^ ; E- 



2 0 



WO 95/30412 



PCT/JP95/00857 



m 1 4 



HZ £ 


JtKfll 2 


XfT'J >g£ 


8 . 0 




2.0 ! 




2 . 0 




2 . 0 




6. 0 


y f - ;U # 'J V D + V > 


0 . 1 




0. 0 4 




0. 3 4 




6. 0 


i. 3-yf 


7. 0 




0. 1 




0. 0 4 


fffK* 


6 6. 3 8 





ftuT\ uiibOi^bTSKiUf'f (bFGF) ISWtWt* 

Hi L tz o 

b FGFSttfcBs* (%) « CX< /Y 4 ) x l 0 0 

•to 

m 1 5 







bFGFStt 




(m g ) 




(%) 


Jttfc0>J2 (*R8sJj0) 


2 15 ±22 




1 0 0 


HWJ 1 0 ( 8 4 mM N-yf-VU- 


2 6 2 ±42 




12 2 


L --b U » 








HJfcfllll (7 5mM N-^fV^D 


2 4 5 ±29 




1 1 4 




>) 






¥*9tt±ai*»2 (ib&0J ;n = 24, 


HM$I 1 0 ~ 1 1 


; n = 


1 8) 



;UT $ *n^'tl^*^D h* >fi£itflD$-t*-T:te*K h # > ( b F G 

F) Stt^aaftLTl^fco 



2 1 



WO95AJ0412 PCT/JP95/00857 

hot- 2 8~3 o ©? u -jLt&mt u ei i c^-rssM&ifc-tr 

jl'&M. (>rJl=i>; • x>^^7'J >?*t±lSk W$&B«8cro 2 ) £ffl^* 0 HI 1 
tt£k 4 ti£j£s 5liO-U>7\ 6l*U-fe7*-^ 7tt!U*^-e**o 

^^-mizitm^ 1 ) >mmmm a\ . 4 4Xft»**tMj'>Ai2. 3 3%u 

>K~7K^* U tfATHS!) 4 5ml £Atu K^-flij©v v httSRfijNI&iffC 
f**4 1 g££*J L (n = 3 ) x 1 > 2 , 4 fc«tO'6 NfBB«C Hr^*-ttf©«» 
&£0. 2ml foRKL, fi-fcC- 2 0 °CT&a»&# L/c<> 

> (**^&4 0 * M) LTtD^/Co 1*7 $ ;i»«ri$ 

$ (AND K> |e]ig£©T ^ ;U?'»J v>fccttKN-y f->U-L--fe U > 

% x^y-^T; ^fci^N-yf A^W-i7; > (te*£ 1 0 *M) £fc 

^^^•TUlMSCJ^^iS) (Analytical Bioche 
mistry. 9 6t^ 298 H> 1 9 7 9^) IciDftofc. 

N-yf;l/-L-t'J >{C*t-r5*£3l£-fll2 tc^-To N-y*;l/-L--bU> 
(fCBi#l2 8) 125 -y hJ£JS£iSi©U * U - 2 — 6 B$Rfl©2iB&£ 
0 . 12(imol /cm 2 /B$RSJT* o (EI 2 ) o * tz* J -)17 i > ( 

mmm 2 9) n- / ^^^^ y -^7 $ > (jcepo 3 0 ) *>j£jst£^i©-r 

KiW^fc (SI 6) o 

S 1 6 





u-tzf? -tg^©^* y 


-J17 ;>^Ji€/y 






(//mo 1 /m 1 ) 




2 B$IS]& 


6 BIIBtt 


2 9 


0. 1 5 


0. 6 3 


3 0 


0. 1 8 


0. 6 9 



1 6 (fe&Si£Kfft) 



WO 95/30412 ^PCT/JP95/00857 

£0. 2 m 1 /k g&S©IiJ&T I CRmit&v^x ( 5 iii^ 



&m 2 4 - 2 8 g. CgPtt^U *©i£7 B KJv ^ X £tl£ L fc c 

Kttfll- 1 7 (&Jft%tti|njfti£i*) 

N-yf ^-L--b'J >> 3-9 J -JUT i >fc e kU c N - ^ ^;Ux* / -;UT 5 

B#£*a«lte*5fe (Wnm 3 kg) K (A p p r a i s a 

1 of the Safety of Chemicals in Food 
s, Drags and Cosmetics, 46 1959 ^. edit 
ed and published by the Deitorial Co 
mmittee, Association of Food and Drug 
Officials of U. S. A. ) UTttB Lfco 
1rtit>*>* ^ny)VSL^fz^L%W ( 3 x 4 cm) tt»<fc£«!l© 0 . I % 
(W/V) 7kf&i£0. 1 m l *H«taifflKT l H 1 laI-fo4 HHIMLfco 24 

£ 1 7 





mm sif8*=»T sixa? sra&x^r ai 




A 


0 0 0 


0 


B 


i i i 


1 


c 


2 2 2 


2 


D 


3 3 3 


3 


A 
B 
C 
D 


:umtei. Mtsu &&tsLts 

: 3SK©fcf£. SSx fii«*^tt»S 





LTJR«*!l»*=JTi: L^o 

-■bij > N y-;UT $ >fcJ:tfN-y *->Ux* /-;UT i >©$iJiti:g£¥iJ5E 



2 3 



WO 95/30412 



# 

PCT/JP95/00857 



S 1 8 



gft$l]$ : X a T 0 ~ 2 

&ft$ij$ : AS«I$4»X a T 6 &± 



^ 1 9 







$ij&ft 




0 


6 ft 


J -JIT i y 


0 


6 ft 


N - y f;n^ y -;ut $ > 


0 


e ft 



N-^f ;l/-L-t'J x^y-;l/7; VfeitfN- ^f;l/X^ J -jit i 

untrn- i 8 c&m-fcmm&m. mmw-o 4 - i i 3 on&nmm> 

JtiJE^^lScD^n^'nc 7k 0. I m U *tzl±&&<t&faa> l % (W/V) 
7k&&0. lml^ '^ffxHB»flf (l. 2x1. 6cm> 'J*'>x-f 

120 





7 2 






0 


0 




1 


1 


«ft©5ttfff*fcttM 


2 


2 




3 


3 


atftottSESfcttiSllI 


4 


4 



2 4 



WO 95/30412 PCT/JP95/00857 

A+B C + D E+'F G + H 
— 37= + + + 



2 

m.2 1 



A 
B 
C 
D 
E 
F 
G 
H 



4 «OM^3 7 
4 8B#Hfc©*U5:*=i7 
4 Hfl8!»©J?B*=iT 
4 8^flffl»<D*8IX3 7 

4 was^3 7 
4 8mpM»©a:a^3 7 

4 l*IBI«0»«^3 7 
4 8ftB«<DSB7 3 7 



-fc$iJ*x=i7«fc*)TE^2 2©SHIlc8o't. N - y f-JU- L - Hr 'J 
>©fiJ$Jg£*iJ5£L^o *SJH£Tie3l2 3tc*-f 0 
122 







4>a*MI 


* : — fc*m*?T 2 ~5*ri 




: — 3 T 5 



*2 3 





— ft.lW»X3 7 






0 






0 


mm. 


N - y ^;i/x? y -;U7 $ > 


0. 2 5 


mm 



N->f->'U-L--fe , J>. i^;-;l/7;>fci[/N-^ f Ax^y -A7 5 
>©£j»M*ttttfi^C£j&<ffii&'5>*ifc 4 - 1 1 3 0 ^£$B#HI) o 

StU^J- 1 9 (&lft$!ltt&»g*) 

N- y f-;i/- L --fe U >s x^y-;i/7; >fc«fctfN - y ^i/x? ./ -;U7 S 
*nf*i, Iii:tp H 7 KMLfc**tt*tt»tt*4£ L/Co AS 

«a i 9 ztteWimt itzo 

>n-XKA*?ffXl>ft(Journal of the Society 
of Cosmetic Chemist* 3 li, 9 71, 1 9 8 0^)1: 



2 5 




WO 95/30412 PCT/JP95/00857 

*mm o . o 5 m i * 2 4 mmmmtett i * /< * f-^* i ^tfcj;^ 2 4 15 ra 

N - / L - -fe D > > x^y -;l>7 i >*>«fcO f N - y f^x^ y -;bT 5 

igJfePJ 1 (N-yf^-L-b'J» 

lMCDN-yf-^-L-^'J ^TKitffc^tfT-lf'f X*< 0. 2jzm©-hn-fe 
^D-Xl (T K-y? >xy ?£&tt8!U D I SM I C- 2 5) T^iiM U 

USStRJ 2 ~ 4 (v=i^y-^Ti>. i^V -;UT $ N - /• ^Uji* / 

-;UT i >) 

*£$?T'p H 7. 5 CBBLfc -/ 5 > N y -;U7 5 >*fcttN 

-2-7i/-i-^o/NV-;K 2 -r ^ y - l - j -;u> l. 

5 J - 2 -7n'<; -frlS&Zf \ — 7 \ J — 1 — ~7 9 J — AO 

^K^TJ's N->fV^D'V'f;l/-2-yf/l'-x^;-;i/7;>, D. L - 
2-7;/-l-^D/V-;k 2-7;/-l-7^y-;K 1. 3-^75 

/ — 2 —~fw$ j —jiisjLtf i - 7; y — 2-y^y— -/b^-N pH7 

.'5CjS8TI8LTlM*»iU #7— *-f XA< 0 . 2 m©- h n-tr^D 
-XK (7 Ktfr >-r<y *JK#*t«U D I SM I C - 2 5) TI1IIL, tf-f 

mmm 1 o~ 1 1 >j -a) 

1 0 0 g^tcW&J&tft LTN-yf^-L-tiJ> (fgffiffl 1 ) ttzitN- 
j V-?u>*J 4 JU- 2-/ TJl-^f J — )IT i y (fgffiPJ 5 ) 1 0 0 0 m g £ 
^W^"*? U-A*S2 4 ©«*>fc!H8l!Lfco 

2 6 
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— — 1 


H IK flj 


1 0 


1 1 


SSJfefll 1 (N - / L --b 'J > 


9.4 


0 








f£«]5 (N--f Vfw*J 4 )l- 


0 


7.5 














7f7 y >8£ 


8.0 


8.0 




2.0 


2.0 


mi&m*; x-rr u >»^y * u > 


2.0 


2.0 


5 y u > 


2.0 


2.0 




6. 0 


0. 0 


^ f - Jl # U 5/ n * U- > 


0.1 


0. 1 




0. 04 


0. 04 


7j<sHt# y 9 a 


! 0.34 


0 


«^y -t? y y 


1 6.0 


6.0 


1, 3-^fl/>/'J3-;b 


! 7.0 


7.0 




0.1 


0.1 




0. 04 


0. 04 




0 


0.4 




56. 98 


58. 82 





jir i>t, A^^+y^isi^ f--K *»<k/7 y oa, m?*) -t? y i . 

3 -y^U>^y •b^;H«ift7 v h 'J 9 Afc .fc^m^TKi 8 0 °C 

IzlM-ULxm^L. Z.(Dm^%^:. 8 0 8 CfCjJ0SL/cXxT y >S?. -b^y-^ 

^ fittii^y ^f? 'J >®?*y t'j^ 5 / y MW)>*? 7 4 t u 

i/ n +-9- > *> «fc CP n* v Hr * $/ £Jl#$ ^® &&#J # I- L U *< & & * \zUa 
TLtZo friz* **S>*-f If- (TOKUSHUKIKAIKOGYOS) T* 2 . 
5#I8]*L<«#L ( 2 5 0 0 r pm) „ &j£#£+#?Ut#fifc S *# 

itt&0iJ2 

;UT i >£flD*.?\ ffi®{7j<£ 6 6. 3 8 gi1-5fiWH\ HflfctfiJ l 0~ l l £ ® 
ggffiffll 1 2 ~ 1 4 (££3J) 



2 7 




s WO 95/30412 

in 



WO 95/30412 PCT/JP95/00857 

12 5 ©J£# (A) OWLS®}^. l&ft .(B) £ 3 0 g L Xta^.. + 

i#t>*UcSS&{Cf&£ (C) £iB£U 1 2 0 OragCfTiStSCilU 
oT. 1 &4>KW#)»£#£ 1 0 Omg£*j-f *&»l«:SIS8Lfc, 

12 5 





H ICS 09 


1 2 


1 3 


1 4 


A 


N-yf^-L-t'J > 

vs.* j-)vt i >mmm 
3-9 j -jut i 

*glH?;l/0-X 


5 0 
0 
0 

1 0 
3 0 
8 


0 

5 0 
0 

1 0 
3 0 
8 


0 
0 

5 0 
1 0 
3 0 
8 


B 


t K a * •> ^ n h° ;U -t/bo-x 


1 


1 


1 


C 


Xf 7'J ?* * •> ^ A 


1 


1 


1 





15-20 (iJzftfrM) 
LTn 1 1 0 Omg (ggffiffil 15-17)*fcli200 
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